Influence of carbamazepine-10,11-epoxide on the serum level of valproic acid in epileptic patients on combined treatment with carbamazepine and valproic acid.
Possible drug interactions in comedication have been the focus of intensive studies in the last decade. Polytherapy is often resorted to in epilepsy, and then the effect of factors such as gender, age, and metabolism should be taken into consideration. In this country, the anticonvulsant drugs used very frequently in a combined treatment of epilepsy are carbamazepine (CBZ) and valproic acid (VPA). The effect of CBZ is determined by the presence of its active metabolite carbamazepine-10.11-epoxide (CBZ-E) in blood serum. The purpose of the study was to find whether CBZ-E has any effect on the VPA serum level and whether this effect is age-dependent. Blood samples from 52 epileptic patients on comedication with CBZ and VPA aged 3 to 53 years were examined. The patients were allocated into four age groups: preschool age (from 3 to 6 years)--9 patients; school age (from 7 to 14 years)--8 patients; adolescence (from 15 to 18 years)--11 patients, and adults (from 19 to 53 years)--24 patients. The serum levels of CBZ, CBZ-E, VPA were determined by gas chromatography. The ratio CBZ-E/CBZ of every patient was calculated. The CBZ and VPA levels we found were within the limits of their respective therapeutic ranges. The mean values of the serum level of the two drugs showed no statistically significant difference in the four age groups. In the school age group the mean values of CBZ and VPA were the lowest compared to the other age groups. The effect of CBZ-E serum level upon VPA serum level is age-dependent. In preschool age VPA manifests itself as inhibitor of CBZ-E metabolism. The ratio CBZ-E/CBZ does not affect the VPA serum level in combined therapy with these two drugs.